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DETAILED ACTION 

Claims 1, 2, 4-16, 19-29, 31, 32, and 35-37 are pending in the instant application. 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on August 
20, 2008 has been entered. 

Previous Claim Objections 

Claims 1-6, 8-9, 17-19, 24-35, and 37 were previously objected to for containing 
elected and non-elected subject matter. As the elected species is still unpatentable and 
there as additional subject matter in the claims, the objection is maintained except for 
those claims expressly cancelled by the Applicant. 

Previous Claim Rejections - 35 USC §112 

Claims 1-6, 8-9, 17-18 and 28-34 were previously rejected under 35 U.S.C. 112, 
first paragraph, as failing to comply with the enablement requirement. 

Applicant has traversed the rejection on the grounds the evidence submitted on 
August 20, 2008 shows more diseases treatable by PI3K-gamma and that PI3K-gamma 
is a well validated target in pharmaceutical research. 

The Examiner is not persuaded. Firstly, Applicant is directed to MPEP 609.05(c) 
with respect to the evidence submitted: 
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To the extent that a document is submitted as evidence directed to an 
issue of patentability raised in an Office action, and the evidence is timely 
presented, applicant need not satisfy the requirements of 37 CFR 1 .97 
and 37 CFR 1 .98 in order to have the examiner consider the information 
contained in the document relied on by applicant. In other words, 
compliance with the information disclosure rules is not a threshold 
requirement to have information considered when submitted by applicant 
to support an argument being made in a reply to an Office action. 
However, consideration by the examiner of the document submitted as 
evidence directed to an issue of patentability raised in the Office action is 
limited to the portion of the document relied upon as rebuttal evidence; the 
entirety of the document may not necessarily be considered by the 
examiner, (emphasis added) 

Therefore, only page 6607 of the Yum et al. reference has been considered by 
the Examiner as that is the only portion of any document specifically cited by the 
Applicant as rebuttal evidence. If the Applicant desires to have the documents 
considered in their entirety, they must file a complying Information Disclosure 
Statement. 

Yum et al. shows that PI3K-gamma can be used to treat acute lung injury, which 
is a form of inflammation, a disease previously shown to be enabled. Yum et al. does 
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not teach that PI3K-gamma can treat or prevent all of the conditions listed in the claims. 
Additionally, Yum et al. do not teach that PI3K-gamma inactivation will cause someone 
to never get acute lung disease which the current definition of prophylaxis embraces. 
The Applicant has not submitted and arguments or evidence to challenge the Examiner 
on this interpretation. 

As to Applicant's arguments that PI3K-gamma is a well validated target in 
pharmaceutical research, the Applicant has not shown this through the specific citation 
to the reference provided, nor in the background section in the specification. In fact, the 
specification teaches on page 7 for previously known PI3K inhibitors that, "However, in 
as much as these compounds do not distinguish among the various isoforms of PI3K, it 
remains unclear which particular PI3K isoform or isoforms are involved in these 
phenomena." Therefore, the Applicant cannot rely on the previous inhibitors of PI3Ks to 
show the function of the instant PI3K-gamma inhibitors since it is unknown which PI3K 
is responsible for the diseases that are treatable by the previous inhibitors. 

Therefore, the Applicant's arguments have been considered, but were not found 
to be persuasive. The rejection is maintained except for those claims expressly 
cancelled by the Applicant. 

Claim Objections 

Claims 1 , 2, 4-6, 8, 9, 1 7-1 9, 24-29, 31 , 32, 35, and 37 are objected to for 
containing elected and non-elected subject matter. The elected subject matter has 
been identified supra. Applicant is advised that additional subject matter may be 
searched after all rejections are removed from the elected species. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 2, 4-6, 8, 9, 17, 18, 28, 29, 31, and 32 are rejected under 35 U.S.C. 
112, first paragraph, because the specification, while being enabling for the treatment of 
inflammation, does not reasonably provide enablement for treatment of any other 
disease. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

In In re Wands . 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. § 1 12, first 
paragraph, have been described. They are: 

1 . the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 



The Nature of the Invention 
The nature of the invention is the treatment of a wide variety of disorders ranging 
from autoimmune disorders to cancer to viral infections to cardiovascular disease. 
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The State of the Prior Art and the Predictability or Lack Thereof in the Art 
The state of the prior art is that it involves screening in vitro and in vivo to 
determine which compounds exhibit the desired pharmacological activities (i.e. what 
compounds can treat which specific disease). There is no absolute predictability even 
in view of the seemingly high level of skill in the art. The existence of these obstacles 
establishes that the contemporary knowledge in the art would prevent one of ordinary 
skill in the art from accepting any therapeutic regimen on its face. 

The instant claimed invention is highly unpredictable as discussed below: 
It is noted that the pharmaceutical art is unpredictable, requiring each embodiment to be 
individually assessed for physiological activity. In re Fisher, 427 F.2d 833, 166 USPQ 
18 (CCPA 1970) indicates that the more unpredictable an area is, the more specific 
enablement is necessary in order to satisfy the statute. In the absence of clinical data 
to enable the invention, there needs to be a clear cause and effect relationship between 
inhibiting an enzyme and the effect that that inhibition causes. Applicant, while alleging 
that the compound can treat many widely varied diseases, fails to show that using the 
compound to inhibit PI3K would actually treat or prevent the diseases. While kinases 
have become more palatable targets of recent pharmaceutical research, there is a lot 
about the function of kinases that is unknown. In fact, Applicant states on page 7 of the 
disclosure that "it remains unclear which particular PI3K isoform or isoforms are 
involved in these phenomena." Applicant states that the intended target of the 
compounds is PI3K-gamma, a particular isoform of PI3K. Has it been shown in the art 
that inhibiting this particular isoform would treat or prevent the claimed diseases? Will 
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inhibition have any effect on the human body? The documents cited by Applicant in the 
IDS of March 15, 2005 along with the disclosure do not shed much light on these 
questions. The IDS of February 19, 2008 does show support for inhibitors of P13K- 
gamma to treat inflammation. The person of skill who would practice this invention must 
know the answers or else they would require extensive undue experimentation to work 
out the proper doses to treat the claimed diseases. 

Additionally, the claims are drawn to the prophylaxis of many various diseases. 
Prophylaxis includes the outright prevention of the diseases from even happening. 
Prevention, if undefined by the specification, means that the condition or disease will 
never occur as a result of administration of the compound. For example, as the claims 
read now, this compound would prevent an infectious bacterium from ever entering the 
body, let alone cause any adverse symptoms. Also, different doses may be needed as 
a preventative than for treating a particular condition. Applicant does not provide 
guidance as to how the dosing would change if being given in a preventative dose. 

Hence, in the absence of a showing of correlation in the art between all the 
diseases claimed as capable of treatment by antagonizing PI3K-gamma, one of skill in 
the art is unable to fully predict possible results from the administration of the compound 
of claim 1 due to the unpredictability of the role of antagonizing PI3K-gamma. 
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The Amount of Direction or Guidance Present and the Presence or Absence of Working 
Examples 

The specification provides an assay for PI3K-gamma activity for particular 
compounds of the invention on page 121 of the disclosure, but do not show any 
evidence of the effectiveness at treating or preventing diseases. 

The Breadth of the Claims 

The breadth of the claims is the treatment of various diseases, whether or not 
they are mediated by PI3K-gamma inhibition. 

The Quantity of Experimentation Needed 

The quantity of experimentation needed is undue experimentation. One of skill in 
the art would need to determine the proper dose to deliver to a patient to treat a claimed 
disease with no knowledge as to how inhibiting PI3K-gamma actually treats the disease. 
The Level of Skill in the Art 

The level of skill in the art is high. However, due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to 
determine which compounds exhibit the desired pharmacological activity and which 
diseases would benefit from this activity. 

Thus, the specification fails to provide sufficient support of the broad use of the 
compound of claim 1 for the treatment of diseases mediated by antagonizing PI3K- 
gamma. As a result, necessitating one of skill to perform an exhaustive search for 



Application/Control Number: 10/520,621 Page 9 

Art Unit: 1626 

which diseases can actually be treated by what compounds of claim 1 in order to 
practice the claimed invention. 

Genentech Inc. v. Novo Nordisk A/S (CA FC) 42 USPQ2d 1001 , states that " a 
patent is not a hunting license. It is not a reward for search, but compensation for its 
successful conclusion" and "[p]atent protection is granted in return for an enabling 
disclosure of an invention, not for vague intimations of general ideas that may or may 
not be workable". 

Therefore, in view of the Wands factors and In re Fisher (CCPA 1970) discussed 
above, to practice the claimed invention herein, a person of skill in the art would have to 
engage in undue experimentation to test which diseases can be treated by the 
compound encompassed in the instant claims, with no assurance of success. 

This rejection can be overcome deleting the claims or by amending the claims to 
be limited to treating (not preventing) diseases that have a clear correlation to inhibiting 
(antagonizing) PI3K-gamma. 

Conclusion 

Claims 1,2, 4-6, 8, 9, 17, 18, 28, 29, 31, and 32 are rejected. Claims 1, 2, 4-6, 8, 
9, 17-19, 24-29, 31 , 32, 35, and 37 are objected to. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph R. Kosack whose telephone number is 
(571)272-5575. The examiner can normally be reached on M-Th 6:30-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Joseph R Kosack/ 
Examiner, Art Unit 1626 



